nificance on univariate analysis were included in a multivariate analysis for local relapse-free survival and overall survival to determine independent significant prognostic factors. RESULTS: The local relapse-free survival was 46.7% at 5 years and the overall survival was 51.9% at 5 years. Recurrent regional disease (hazard ratio 3.245; pϭ.008) and positive surgical margins (hazard ratio 5.963; pϭ.000) were independent prognostic factors for local relapse free survival at 5 years and recurrent regional disease (hazard ratio 4.990; pϭ.001) and positive surgical margins (hazard ratio 4.912; pϭ.000) were independent prognostic factors for overall survival at 5 years. CONCLUSION: Positive surgical margins at surgical salvage nasopharyngectomy for residual or recurrent nasopharyngeal carcinoma are an independent adverse prognostic factor for local relapse-free survival and overall survival. This highlights the importance of rigorous attention to patient selection and counseling as well as to safely achieving clear surgical margins during salvage surgery.
OBJECTIVE: Assess safety, efficacy, and applicability of endoscopic orbital and transorbital surgery. METHOD: Prospective series of orbital and transorbital endoscopic operations from March 2006 through October 2009 at an academic tertiary referral center. Interventions were orbital or transorbital endoscopic surgery. Outcomes measured were achievement of operative goals and occurrence of six predetermined categories of complications. RESULTS: 107 consecutive patients underwent operations for fractures (Nϭ84), tumors in or adjacent to the orbit including intracranial lesions (9), complex CSF leak (7), orbital decompression (5), infection (4), and epistaxis (1). Seven approaches were used: lateral retrocanthal, precaruncular, transconjunctival, blepharoplasty, Lynch, coronal, and existing laceration. Operative goals were achieved in every patient. Follow-up of 0-23 months (mean, SD: 3.0, 3.5) revealed 17 complications in two categories, none due to the endoscopic approach: persistent diplopia (Nϭ14) and persistent vision change (3). Ten patients with diplopia had follow-up 3 months or less with resolution expected. No death, blindness, hematoma, infection, or eyelid complication occurred. No non-fracture patient suffered complications. CONCLUSION: Endoscopic approaches to the orbit and surrounding structures have many advantages: improved lighting, magnification, ease of photography, image quality, improved teaching, and the ability of all team members to understand and monitor case progress. Few descriptions exist of orbital endoscopy, and only one of transorbital endoscopy. Outcomes data are lacking. This study demonstrates the safety, effectiveness, and versatility of these techniques when used appropriately. Complication rates are favorable compared to standard approaches. Controlled studies are needed, but these new minimally invasive techniques appear to offer new solutions to challenging pathology.
p38 Downregulates E-Cadherin in HNSCC Maie St John, MD, PhD (presenter) OBJECTIVE: Understanding the molecular mechanisms that mediate HNSCC metastasis may enable identification of novel therapeutic targets. We recently reported the role of the Ecadherin transcriptional repressor, Snail, in the inflammationinduced promotion of EMT in HNSCC. Herein we demonstrate that inflammatory mediators also upregulate p38, thus further defining the cycle by which inflammation promotes tumor progression. METHOD: A molecular biology study. Real-time quantitative reverse transcriptase-polymerase chain reaction (RT-PCR), Western blot analysis, and 3-D spheroid culture were used to determine how inflammation affects p38 and EMT. RESULTS: Treatment of HNSCC cells with the p38 inhibitor, SB203580, caused the upregulation of E-cadherin without affecting Snail levels. ShRNA-mediated knockdown of Snail did not affect the capacity of SB203580 to upregulate E-cadherin. SB203580 treated HNSCC cells were able to form compact spheroids in three-dimensional culture in comparison to the invasive appearance of untreated HNSCC cells. An inverse relationship between p38 and E-cadherin was also demonstrated by immunofluorescence. We show for the first time in HNSCC that inflammatory mediators upregulate p38; p38 does not affect Snail expression or the normal repression of Ecadherin transcription. CONCLUSION: Our results suggest that two pathways, Snail and p38, act independently and converge on E-cadherin expression: One at the transcriptional level and one at the protein level to ensure the rapid down-regulation of E-cadherin and a robust EMT. Our findings support previous work demonstrating that p38 is required in gastrulation to downregulate Ecadherin. This newly defined pathway for transcriptional regulation of E-cadherin in HNSCC has important implications for targeted chemoprevention and therapy.
PACU PTH Facilitates Safe Outpatient Total Thyroidectomy
William Pechter, MS (presenter); David Steward, MD OBJECTIVE: To determine if a serum parathyroid hormone (PTH) based discharge algorithm can be used to safely facilitate outpatient total thyroidectomy. METHOD: A retrospective cohort study was performed reviewing completion and total thyroidectomies from 3/2008 to 11/2009. At our institution, patients undergoing these operations are subject to a same-day discharge algorithm that incorporates post-anesthesia-care-unit (PACU) rapid PTH as the major discharge criterion. Patients with PTH Ͼ30 (pg/ml) are eligible for same-day discharge from PACU without supplementation, PTH Ͼ20 are eligible for discharge but receive calcium supplementation, and PTH Ͻ20 are observed overnight (23 hours) with calcium and vitamin D supplementation. RESULTS: 180 patients (mean age 48.9, 83.3% female) underwent total (77.2%) or completion (22.7%) thyroidectomy with or without node dissection (42.2% minimally invasive video assisted). Seventy-six percent (137/180) of patients had a PTH Ͼ20, meeting PTH discharge criterion. Sixty-nine percent of those eligible (95/137) were discharged same-day (53.1% of total). Of the 95 patients undergoing outpatient surgery, none were admitted, seen, or called with symptoms of hypocalcemia. Mean PACU PTH was not significantly different from pre-operative PTH (43.4 vs. 38.7, pϭ0.10) . Mean adjusted total calcium in PACU was 8.7 ϩ/-0.5 (mg/dl). Of the 85 patients observed overnight, 11.1% were hypocalcemic on post-op day (POD) 1. Of the 42 patients observed despite PTH Ͼ20, 7.1% had asymptomatic POD1 hypocalcemia. All 180 patients were eucalcemic (Ca Ͼ8) at POD7 and POD30 office visits. No patients were hypoparathyroid at POD30. CONCLUSION: A PTH-based discharge algorithm can safely facilitate outpatient completion or total thyroidectomy, with minimal risk of clinically significant outpatient hypocalcemia.
Patterns of Lymph Node Metastasis in Advanced
Auricular SCCA Joe Kutz, MD (presenter); Larry Myers, MD OBJECTIVE: Be able to determine the incidence and pattern of regional metastasis in patients presenting with advanced squamous cell carcinoma involving the auricle. METHOD: Study population identified by CPT coding for partial/total auriculectomy, parotidectomy, and temporal bone resection through the University of Texas Southwestern and associated hospitals from 1996 through 2008. Patients needed to be above 18 years of age and have stage III/IV disease. Approximately 840 charts reviewed. At this point in time, 46 patients met inclusion criteria. RESULTS: Of the 46 patients, 82.6% (nϭ38) were stage 4, 17.4% (nϭ8) stage 3. 33 (71.7%) patients had a prior history of non-auricular non-melanotic skin carcinoma, 8 (17.4%) of which had prior radiation therapy. Overall, 35 (77.8%) patients showed either direct extension to the parotid(nϭ19), regional metastasis to the cervical drainage basin(nϭ18), or metastasis to the periparotid lymph nodes(nϭ7). Level of cervical metastasis was found to be 6.7% level 1 (nϭ1), 80% level 2 (nϭ12), 46.6% level 3 (nϭ7), 13.3% level 4 (nϭ2), and 40% (nϭ6) level 5. Of note, the six patients with a level 5 metastasis were of preauricular (nϭ3), auricular (nϭ2), and postauricular (nϭ1) primary subsite. Of the study population, only 2 patients (4.3%) were found to have cervical metastasis without preoperative evidence of regional metastasis by clinical exam or radiographic evidence. 81.1% (30/37) of patients with documentation were found to have evidence of perineural invasion. There was a high recurrence rate of 43.5% (nϭ20) during followup with an average of 12.5 mos (range 1.5 84.0 mos). Thirty% (nϭ6) of recurrences had positive margins at initial resection. CONCLUSION: Patients with advanced stage auricular cutaneous squamous cell carcinoma can be expected to have aggressive disease with high rates of regional metastasis and recurrence. When planning neck dissections for these patients, level 5 should be included in the resection. Patients demonstrating locally advanced disease without evidence of metastasis to the parotid or cervical drainage basin can be considered for close monitoring of the neck and forego the morbidity of neck dissection.
